Background
Results
364 deceased donor livers were transplanted into 329 patients with 246 weekday (74.77%) and 83 weekend (25.23%) patients. Potential confounders (e.g. age, ischemia time, MELD score) were comparable. One-year patient and graft survival were similar. Frequencies of rejections, primary-non function or re-transplantation were not different. The day of transplantation was not associated with one-year patient and graft survival in multivariate analysis.
Conclusions
We provide the first data for the Eurotransplant region on oLT stratified for weekend and weekday procedures and our findings suggest there was no weekend effect on oLT. While we hypothesize that the absent weekend effect is due to standardized transplant procedures and specialized multidisciplinary transplant teams, our results are encouraging showing oLT is a safe and successful procedure, independent from the day of the week. PLOS 
Introduction
The weekend effect describes a phenomenon whereby patients admitted to hospitals on weekends are at higher risk of complications, worse outcome and death compared to those admitted during weekdays [1] . Previous studies suggested a reduction in medical staffing and resources as well as a possible restriction in diagnostic and therapeutic tools on weekends to be responsible for the observed differences in mortality and morbidity [2, 3] . While studies have shown a weekend effect for different medical conditions (including acute kidney injury [4] , pneumonia [5] or dysrhythmia [6] ) major commonalities among conditions affected by a weekend effect are the need for time sensitive interventions and care at an intensive care unit. In line with this, there are numerous reports about a weekend effect for stroke [7] [8] [9] myocardial infarction [10, 11] or pulmonary embolism [12, 13] . Additionally, a growing body evidence points towards a weekend effect for conditions requiring emergency surgery e.g. ruptured aortic aneurysms [14] as well as emergency procedures in general surgery such as laparotomy, partial colectomy or small bowel resection [15] . Solid organ transplantation and especially orthotopic liver transplantation (oLT) appears to be prone to a weekend effect since it combines both time sensitive and urgent procedures, as well as postoperative care at an intensive care unit. However, it remains unknown if the weekend effect applies to oLT. On the one hand, deceased donor oLT cannot be scheduled since its time point depends upon organ availability and timing of organ procurement. On the other hand, these procedures are regularly performed by small, highly specialized teams, postoperative care is standardized and in the hand of specialized multidisciplinary units, where fluctuations in staffing levels are minimal.
Recent data from the United Network of Organ Sharing (UNOS) database suggest that there is no weekend effect in oLT when comparing one-year graft and patient survival [16] . However, based on the large database design of this study, important functional outcome parameters (such as episodes of acute rejections, rates of primary non-function, frequencies of re-transplantations) as well as surrogate markers for the quality of surgery (complications and reoperations) are missing. Therefore, we conducted a retrospective single center study in a German transplant center within the Eurotransplant region, which aimed to investigate whether outcomes were similar for weekday versus weekend oLT considering the above-mentioned outcome parameters.
Methods

Patients
The study design was a retrospective single center study of transplant outcomes at the transplant center of the University Hospital Münster. We analyzed data from 329 oLT patients, who underwent deceased donor oLT or combined deceased donor multi-organ transplant (including a liver graft) between January 2006 and June 2016 at our center. Patients were grouped based on the time of oLT, with weekend oLT being defined as Saturday/Sunday procedures whereas procedures performed from Monday to Friday counted as weekday oLT. The following donor parameters were extracted and analyzed from the Eurotransplant Network Information System (ENIS): age, gender, body mass index (BMI) and donor center (national/international). For recipients we examined patient demographics (age, gender, BMI), model for end-stage liver disease (MELD) score, indication for oLT, high urgency (HU) status, time on waiting list, cold and warm ischemia time, numbers of prior transplants and frequencies of combined transplantations. Retransplantations within one year were not counted as additional oLT cases. However, they were counted as a complication for the respective group of the initial oLT (weekend or weekday).
Approval to conduct this retrospective study was obtained from the local ethics committee and institutional review board (Ä rztekammer Westfalen-Lippe and Medizinischen Fakultät der Westfälischen Wilhelms-Universität, No. 2014-381-f-N). All participants had given written informed consent to record their clinical data. Recipient and donor data were all collected from patients' charts, ENIS or in-house transplant data files and de-identified prior to analysis. This study was carried out in accordance with the Declarations of Istanbul and Helsinki.
Outcome measures
Follow-up time was 12 months and primary outcome measures were one-year patient, deathcensored graft and overall graft survival. Secondary outcome parameters were 30-day and 90-day patient and graft survival, rates of biopsy proven acute rejections (AR), primary nonfunction (PNF, defined as graft failure resulting in death or re-transplantation within 30 days of the initial transplant excluding any identifiable cause of graft failure such as rejection or vascular thrombosis), rates of re-transplantations, peak serum values of aspartate transaminase (AST) and alanine transaminase (ALT), length of stay at the intensive care unit (ICU), length of stay in the hospital, death within the initial stay as well as the number and length of readmissions after initial hospital discharge. We also examined surgical complications which required reoperation (excluding re-transplantations). They were further categorized in 1) haemorrhage (defined as any hematoma or bleeding related to the transplant procedure), 2) vascular complications (hepatic artery stenosis or thrombosis, portal vein thrombosis, hepatic venous obstruction), 3) biliary tract complications (stricture, leak, fistula and T-tube dislocation), 4) wound complications (impaired wound healing or dehiscence), 5) gastrointestinal complications (ulcer, perforation, bleeding and anastomic leakage) and 6) other complications related to the transplant procedure which required surgical intervention.
Statistical analysis
Statistical analysis was performed using IBM SPSS1 Statistics 22 for Windows (IBM Corporation, Somers, NY, USA). Normally distributed continuous variables are shown as mean ± standard deviation (SD) and not normally distributed continuous variables are presented as median and quartiles (interquartile range, IQR, Q 0.25 -Q 0.75 ). Groups were compared using Student's t-test for normally distributed data, Mann-Whitney U test for not normally distributed data and Fisher's exact test for categorical variables. Cox proportional hazards regression models were constructed to assess associations between weekend or weekday oLT and the primary outcomes one-year patient survival, death-censored graft survival and overall graft survival, while simultaneously adjusting for potential confounders. Univariate analysis included weekend or weekday status, recipient age, gender and BMI, cold and warm ischemia time, MELD, time on waiting list, HU status, prior and combined transplantations, donor age, gender, BMI and donor center as well as PNF, AR, peak AST and ALT, stay at ICU, initial hospital stay, number and length of readmissions, reoperations and re-transplantations. Using a stepwise variable selection procedure for covariates with a p-value less than 0.05 the multivariable logistic regression analysis for one-year patient survival, death-censored graft survival and overall graft survival were adjusted for PNF, stay at ICU, number and length of readmissions and reoperations, respectively. Results are shown as hazard ratios (HR) with 95% confidence interval (CI) and p-value of likelihood ratio test. Patient survival, death-censored graft survival and overall graft survival were analyzed using the Kaplan-Meier method, and the two groups were compared by log-rank test, p-values less than 0.05 were considered statistically significant.
Results
Study population characteristics
During the study period from January 2006 to June 2016, 364 deceased donor livers were transplanted into 329 patients at our center. 246 patients (74.7%) underwent oLT on a weekday and 83 (25.2%) during a weekend. When analyzed for recipient baseline characteristics no differences were observed for age, gender or BMI. (Table 1 ) Hepatocellular carcinoma was the leading indication for oLT in both the weekday (22%) and weekend (24.1%) group. Combined, 90.58% of all oLTs were conducted in the MELD era with a mean MELD score at oLT of 22.2± (Table 2) For weekday oLT, 87.4% of the organs were procured at national donor centers, whereas for weekend oLT 95.2% of all grafts came from national centers. (Table 2 ) This difference was not significant (p = 0.06) and had no influence on cold ischemia time (weekday: 10.1±2.6h, weekend: 9.8±2.4h). In addition, warm ischemia times were similar between both groups. (Table 1 )
One-year patient and graft survival
The primary outcome measures were one-year patient survival, death-censored graft survival and overall graft survival. Kaplan-Meier analysis was used to generate survival curves for oneyear patient (Fig 1A) , death-censored graft survival ( Fig 1B) (Table 3) . Occurrence of death within the first 30 days following oLT (weekday: 8.1%, weekend 14.5%, p = 0.13) as well as death within the initial hospital admission (weekday: 17.1%, weekend 20.5%, p = 0.51) were also similar between the two groups. (Table 3 ) Unadjusted Cox proportional hazard modeling showed that weekend oLT patients had a 0.870 (0.539-1.403 95% CI, Table 4 ) hazard of death at 365 days, a 0.779 (0.450-1.348 95% CI, Table 5 ) hazard of deathcensored graft loss and a 0.771 (0.496-1.197 95% CI, Table 6 ) hazard of overall graft loss. Similar results were obtained in a Cox regression analysis adjusted for potential confounders. The day of transplantation (weekday vs weekend) was not associated with one-year patient survival, death-censored and overall graft survival in the multivariate analysis. 
Re-transplantation, liver function and complications
In line with the primary outcome measures, no statistical significant difference was found in the secondary outcome measures in the present study. Rates of retransplantation within the first year were similar between weekday (8.9%) and weekend (10.8%, p = 0.66) oLT. Frequencies of PNF were comparable between patients who underwent oLT on a weekday (6.9%) or weekend (12.1%, p = 0.17) and following weekday oLT peak values of liver enzymes (AST, ALT) were comparable to weekend oLT (p = 0.8 and 0.94, respectively). Frequency of patients experiencing ! 1 surgical complication which required reoperation within the first year after oLT was comparable between weekday (56.9%) and weekend (59.0%, p = 0.8) oLT. In addition, the median number of reoperation was similar between the two groups. The most common surgical complications in both groups were hemorrhagic complications, followed by biliary and wound complications. Comparing the median length of stay at the ICU following oLT, a significant (p = 0.05) shorter stay was found for weekend procedures (5 days, IQR 2-11) compared to weekday procedures (6 days, IQR 3-18.5). Although it was not statistical significant this trend was also observed when analyzing the median length of the initial hospital stay after transplantation (weekday: 38.5 days, IQR 21.8-70.3; weekend: 30 days, IQR 18-59, p = 0.06) as well as the length of stay following readmission (weekday: 23 days, range 1-219; weekend: 27 days, range 1-119, p = 0.96). (Table 3 ) Finally, we analyzed a potential allocation bias by comparing match frequencies of marginal livers and marginal recipients. Marginal livers were defined as donor age > 60 years [17] , BMI > 25 kg/m 2 [18] and cold ischemia time > 12 hours [19] , while marginal recipients were defined as those with a MELD > 35 or HU-status [20] . In addition, we calculated the donor risk index (DRI, [17] ) for every patient. No statistical significant differences (p = 0.44) were found when comparing matching frequencies of marginal liver grafts and marginal recipients in weekend (1.2%) and weekday (0.4%) oLT. Furthermore, no statistical significant differences (p = 0.16) were found when comparing the DRI for weekday (1.7 ± 0.3) and weekend (1.8 ± 0.3) donors. (Fig 2) 
Discussion
One of the undisputed dogmas of transplant medicine is the reduction of cold ischemia time by any means. Timing of procedures such as oLT is therefore mainly driven by donor organ availability and time of organ procurement since especially for liver grafts the acceptable window of cold ischemia time is fairly small. Thus, oLT is often performed during off-hours, such as weekends. It is now recognized that the outcome for various time-sensitive or emergency medical conditions shows an association between weekend hospital admissions and increased rates of morbidity and mortality [1] . However, there is only limited data analyzing this socalled weekend effect in transplant medicine. There are neither specific reports of a weekend effect in thoracic transplantation nor any data on intestinal or pancreas transplantation. Regarding adult deceased donor single kidney transplantation, two large studies (combining 149,617 patients, 136,715 from the US [21] and 12,902 from the UK [22] could recently demonstrate a similar one-year patient and graft survival between weekend and weekday patients. The US study by Anderson et al. also reported comparable secondary outcomes, including delayed graft function or acute rejection [22] . Similar to our study, Baid-Agrawal et al. found a trend towards a shorter hospital stay in the weekend group [21] . Furthermore, our group recently reported a possible weekend effect in adult deceased donor single kidney transplantation [23] . Regarding a possible weekend effect in oLT, there is currently only one study from Orman et al. analyzing 94,768 liver transplants between 1987 and 2010 using the UNOS database [16] . The authors revealed a slight increase in one-year allograft failure in the weekend group, but found no influence of the day of surgery on one-year patient survival. However, there are important distinctions between the work by Orman and our study. First of all, Orman et al. analyzed oLT in a different region on a geographical as well as organizational level. While the US study involves UNOS data, our data are derived from a German center in the Eurotransplant region. The US system with the UNOS operated Organ Procurement and Transplant Network differs significantly from the European situation within the eight nations of the Eurotransplant region. The differences include a different allocation system, a different donor risk index within the donor population [24] , as well as a different mean MELD score at the time of oLT. So far no studies exist investigating a potential influence of a weekend effect on outcomes in oLT in the Eurotransplant region. Our data reveal that there was no weekend effect on oneyear allograft and patient survival, as well as no effect on short-term outcomes and surgical complications after oLT. When comparing our results to other fields of surgery with respect to a possible weekend effect, one has to consider important differences between emergency surgery and solid organ transplantation. A unique feature of oLT is the non-existing differentiation of elective vs. emergency procedures. With the exception of living donation, there is no elective surgery in transplant surgery, which could be another explanation for an absent weekend effect in our cohort. It was suggested that patients admitted to hospitals on weekends or requiring surgery on weekends might suffer from more acute, life-threatening diseases, which in turn may confound differences in their outcomes [15] . In our cohort, we could exclude this factor since we found no significant differences in MELD score, HU-status or indication for oLT.
Another suggested explanation for a weekend effect is a critical reduction in personal resources as well as organizational and logistical differences. Thus, the results of our study must be interpreted in the context of staffing. Organs were recovered by regional professional procurement teams, which were not necessarily from our center. As for the transportation from donor hospitals to our center, logistical differences regarding traffic (road traffic, airplane availability etc.) were inevitable and could sometimes even be favorable during weekend time. However, our data on cold ischemia times suggests that there was no statistical significant difference in transportation time. The similar cold ischemia time between weekday and weekend groups might also exclude the possibility of a potential delay in recipient preparation due to personal or organizational shortcomings over weekends. At our hospital, the weekend nursing and anesthesia teams for transplant operations were recruited from weekend in-house teams and were thus not transplant-specific. With regard to the lead surgeon, our center has specific attending transplant surgeons, which are assisted by a surgery fellow or resident. In addition, in our center oLT is only performed by a very small group of surgeons (seven surgeons in total for the study period, with three to five surgeons per year, respectively) ensuring a high case number per surgeon and minimizing possible learning curves. However, we did not conduct a special analysis based on the preforming surgeon, nor were learning curves analyzed as a Cox proportional hazards regression model with univariate and multivariable logistic regression analysis of overall graft survival. HR = hazard ratios, CI = 95% confidence interval. MELD = model for end-stage liver disease, BMI = body mass index, PNF = primary non-function, HU = high urgency, Tx = transplantation, AST = aspartate aminotransferase, ALT = alanine aminotransferase, ICU = intensive care unit.
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Weekend effect in liver transplantation potential cofounder. For direct post-operative care, all patients were admitted to the intensive unit, led by a board-certified anesthesiologist. Thus, one can conclude that regarding the cohort of the present study, there was no reduction in staffing during weekends for teams participating in oLT. When analyzing specific reasons for a potential weekend effect in transplant medicine, there is growing evidence that the acceptance or decline of an offered organ might constitute a relevant confounder since it is susceptible for the weekend effect, thus dependent on the timing of procurement [25, 26] . A recent study by Mohan et al. revealed a 16% increase in the odds of discard for kidney grafts when procured on a weekend compared to weekdays [26] . Cohen et al. could show that weekend kidney procurement was associated with significantly later acceptance or discard [25] . It is important to state, that the before mentioned studies were only referring to the UNOS kidney allocation system and that no data for liver transplantation in the Eurotransplant regions exists. However, these results could be evidence for a potential bias in such that weekend patients might receive organs of higher quality since the threshold for declining a liver graft might be lower on weekends if weekend transplant teams decline marginal organs or organ offers for high-risk candidates. While no available data was available on decline rates, our analysis shows that the frequencies for marginal liver grafts and high-risk recipients were comparable between weekend and weekday oLT and that no differences in DRI were detected suggesting a comparable donor quality during weekends and weekdays. 
Weekend effect in liver transplantation
It is important to recognize some limitations of this study. First of all, we recognize that long-term five-year survival data would increase the merit of our study. In addition, we acknowledge that inherent to the study design we present single center data. Although we are aware of the growing body of evidence describing a weekend effect for various surgical specialties, we would assume that our single center results can be transferred to oLT in general, at least in Germany. Reasons for an absent weekend effect in the setting of oLT include standardized protocols, operationalized processes, experienced surgeons and highly trained interdisciplinary post-surgical care, all of which characterize transplant centers in general. A potential confounder could arise from weekday procedures on holidays when the organizational setting is more is more likely to resemble a weekend status. We found that within the weekend group no liver transplantation was conducted on a holiday while in the weekday group seven (2.8%) procedures were done on a holiday. However, even when these seven case were counted as weekend oLTs, the results remained consistent.
One has to consider additional steps which could be undertaken to further antagonize a possible weekend effect. One possibility would be to delay the organ procurement. However, while the data on this topic is conflicting, this might expose the procured organs to a greater damage due to brain death associated changes [27] and would further increase organizational and financial burdens for donor hospitals [28] . A more feasible approach would be to increase the awareness of a weekend effect among healthcare professionals, implement efficient, strategic and standardized protocols, provide sufficient staffing as well as set up and coordinate specialized multidisciplinary units. We hypothesize that all of the before mentioned is in part responsible for an absent weekend effect on oLT at our center. Thus, other disciplines might profit to adopt these strategies to weekend procedures to overcome a more evident risk for patients.
While we recognize some limitations, we believe that our results are of great merit for patients and transplant professionals. Especially for patients on the liver waiting list who cannot choose their date of surgery, these results should offer reassurance that they will receive excellent service throughout the week. Our results are encouraging and show that oLT is a safe, standardized and successful procedure at our center, independent from the day of the week. In conclusion, we provide the first retrospective single center data within the Eurotransplant region on oLT stratified for weekend and weekday procedures. While the weekend effect has been described for various time-sensitive acute conditions and emergencies, we did not observe a weekend effect on one-year patient survival graft survival or secondary outcomes such as complications requiring reoperation, re-transplantation or primary non-function. While we hypothesize that the absent weekend effect is due to standardized transplant procedures, qualified nursing staff and specialized multidisciplinary transplant teams, further studies are needed to understand this multifactorial phenomenon.
